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© Reagent reactor. 



© A reagent reactor comprising 
a vial having an opening at one end thereof; 
a supporting block, having a first heater element, for 
surrounding and supporting said vial in a substan- 
tially erected posture so that said opening of the vial 
is adjacent to the upper surface thereof and exposed 
to the outside thereabove; 

a cover block for pressing against said supporting 
Cjj block under pressure and capable of sealing said 
^ opening of said vial including a fluid introducing tube 
If) projecting from said opening into said vial when the 
CO cover block is in the sealing position to the vial, a 
®* fluid discharging opening opposed to said opening 
©when the cover block is in the sealing position to the 
©vial, and a second heater element; and 
~a temperature control circuit for controlling said first 
Oand second heater elements so as to maintain the 

temperatures of the upper portion of said vial and 



reagent is added to a sample contained in said vial 
so as to allow reaction of the reagent with said 
sample and when the evaporation or the azeotropy 
of a reagent or a solvent is performed. 
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REAGENT REACTOR 



Field of the Invention 

The present invention relates to a reagent reac- 
tor and, more particularly, to an apparatus compris- 
ing blocks, for supporting and covering a reactor, 
provided with a novel temperature control mecha- 
nism. 



Prior Art 

In order to obtain a product by repeating reac- 
tions of a reagent and a solvent which occur in a 
sample solution, it is necessary to carry out the 
following process. 

(1) A reagent is supplied to a vial containing 
a sample solution. 

(2) each reaction occurs in sealing the vial 
placed at a predetermined supporting position. 

(3) After each reaction is completed, an inert 
gas such as nitrogen is fed under pressure through 
a fluid introducing tube preferably, connected to 
the vial at the supporting position, and a gas phase 
in the vial is sucked therefrom through a fluid 
discharging tube also preferably, connected to the 
vial to reduce the pressure therein. Thereby, ex- 
cess reagents and solvents are removed from* the 
vial by evaporation or an azeotropy. In addition, the 
gas phase in the vial is replaced by the inert gas. 

Generally, when evaporation or an azeotropy is 
carried out by heating a viaL a vial supporting 
block having a heater for heating the vial surrounds 
and supports the vial with the opening of the vial 
above the upper end surface of the block being 
exposed. Therefore, the surface temperatures of a 
cover for the opening, the fluid introducing and 
discharging tubes each positioned inside the open- 
ing of the vial become lower than the temperature 
of the main body of the vial with the reduction of 
the transfer rate of heat transmitted from the sup- 
porting block. As such, a vaporized component 
such as an excess reagent or a solvent condenses 
on the cover of the opening and the walls of the 
fluid introducing and discharging tubes when evap- 
oration is carried out. Thus, it is likely that the 
reagent which has condensed thereon and adhered 
thereto mixes with a next reagent or drip to a 
product formed in the vial when a subsequent 
reaction takes place. 

it is therefore the object of the invention to 
provide a reagent reactor to prevent an exhaust 
gas of a vial from condensing on the opening of 
the vial or the cover of the opening and the walls of 
the fluid introducing and discharging tubes when 
evaporation is effected in such a manner as de- 



scribed above. 



Disclosure of the Invention 
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In order to achieve the above object, a reagent 
reactor according to the invention comprises: 
a vial having an opening at one end thereof; 
a supporting block having a first heater element, for 

io surrounding and supporting the vial in a substan- 
tially erected posture so that the opening of the vial 
is adjacent to the upper surface thereof and ex- 
posed to the outside thereabove; 
a cover block for pressing against the supporting 

15 block under pressure and capable of sealing the 
opening of the vial including a fluid introducing 
tube projecting from the opening into the vial when 
the cover block is in the sealing position to the vial, 
a fluid discharging opening opposed to the opening 

20 when the cover block is in the sealing position to 
the vial, a fluid introducing open and closed control 
passage, a fluid discharging open and closed con- 
trol passage, the introducing ana discharging pas- 
sages communicating with the fiuid introducing 

25 tube and the fluid discharging opening, respec- 
tively, and a second heater elemen*.; and 
a* temperature control circuit for controlling the first 
ancusecorjd heater aJements so as to maintain the 
temperatures of the upper portion of the vial and 

30 the lower end surface of the cover block which 
contacts the opening of the via; more tha-i the 
temperature of the main body of the vial wi,3n a 
reagent is added to a sample contained in the vial 
so as to allow reaction of the reagent with the 

35 sample and when the evaporation or the azeotropy 
of a reagent or a solvent is performed. 

According to the above construction, in c*- 
quential reactions including evaporation, the tem- 
peratures of the opening of the vial, the cover of 

40 the opening, the fluid introducing and discharging 
tubes, and the other associated portions are main- 
tained to be higher than the temperature of the 
main body of the vial. Therefore, when a vaporized 
component is discharged through the fluid dis- 

45 charging tube, the vaporized component is dis- 
charged completely therethrough without condens- 
ing on the discharging tube and the like and the 
space of the vial is filled with an inert gas. As such, 
a subsequent reaction can take place with a high 

so accuracy and efficiency. 



BRIEF DESCRIPTION OF THE DRAWINGS 

Fig. 1 is a schematic view showing the prin- 
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cipal constitution and passage connection of a 
reagent reactor according to the invention. 

Fig. 2 is a perspective view showing the 
outer appearance of the reagent reactor according 
to the invention; 

Figs. 3A and 3B are vertical longitudinal 
views showing the reagent reactor taken along the 
Ikies A-A and B-B of Fig. 2, respectively; and 

Fig. 4 is an exploded sectional view showing 
the construction of the reagent reactor of Fig. 3B. 

Embodiment 

Fig. 1 schematically shows the block construc- 
tion of a reagent reactor, and a fluid supply line 
and a fluid discharging line each connected to the 
reagent reactor according to an embodiment of the 
invention. Reference numeral 1 denotes a vial, the 
upper end of which is opened. Reference numeral 

2 shows a supporting block which surrounds the 
vial 1 so as to support the main body of the vial 1 . 
Reference numeral 3 denotes a cover block for 
sealing the opening of the vial 1 which is exposed 
to the outside from the upper surface of the sup- 
porting block 2. A heater element 4 and a tempera- 
ture sensor 6 are provided in the supporting block 
2. Similarly, a heater element 5 and a temperature 
sensor 7 are provided in the cover block 3. A 
cooling tube 8 is mounted in the supporting block 2 
so that cooling water circulates therethrough. Ex- 
cept a rapid cooling by cooling liquid, the tempera- 
ture of the supporting block 2 and the cover block 

3 are controlled by a temperature control circuit 9 
having control output lines connected to the heater 
elements 4 and 5 and temperature detecting lines 
connected to the temperature sensors 6 and 7. A 
fluid introducing tube 10 supported by the cover 
block 3 projects into the vial 1. A fluid discharging 
opening 1 1 formed in the cover block 3 is opposed 
to the opening of the vial 1. Describing the con- 
struction of the cover block 3, a fluid supply line 14 
having a valve 12 mounted thereon is connected to 
a fluid introducing opening 10a communicating with 
the fluid introducing tube 10. Similarly, in the cover 
block 3, a fluid discharging line 15 having a valve 
13 mounted thereon is connected to the fluid dis- 
charging opening 11. As shown in Fig. 1, inert gas 
N.2 or Ar is supplied to the vial 1 through the fluid 
supply line 14. Preferably, a reagent supply valve 

16 is connected to the fluid supply line 14. But 
generally, reagents may be manually supplied to 
the vial 1 by taking it out of the supporting block 2 
and the cover block 3. The pressure of the fluid 
discharging line 15 is reduced by a vacuum source 

17 or the fluid discharging line 15 is opened to the 
atmosphere through a valv 18.. 

Fig. 2 is a perspective view showing the outer 



cover block 3. The outer wail of the supporting 
block 2 is provided with a vial monitoring window 
19 composed of a glass plate which is preferably 
flush therewith and connector projections 20a and 
5 20b for connecting the cooling tube 8. Reference 
numeral 21 denotes a cable for supplying an elec- 
trical power to the heater element 4. Reference 
numeral 22 indicates X temperature detecting ca- 
ble. 

10 Pipes serving as the fluid supply line 14 and 
the fluid discharging line 15 extend from the upper 
surface of the cover block 3. Screw cock operating 
knobs 23 and 24 for opening and closing the fluid 
introducing opening 10a and the fluid discharging 

75 opening 11, respectively are mounted on the cover 
block 3 on either side thereof corresponding to the 
lines 14 and 15. A cable 25 for supplying an 
electrical power to the heater element 5 and a 
temperature detecting cable 26 extend from on of 

zo the sides of the cover block 3. 

Knobs 27 and 28 projecting from the upper 
surface of the cover block 3 operate as clamping 
screws for pressing the cover block 3 against the 
supporting block 2 with pressure so as to hold the 

25 cover block 3 to the supporting block 2. 

Figs. 3A and 3B are sectional views of the 
supporting block 2 and the cover block 3 along the 
lines A-A and B-B of Fig. 2, respectively. The cover 
block 3 is pressed against the supporting block 2 

30 with pressure through packings 29a and 29b each 
composed of a Teflon plate so that the cover block 
3 is supported by the supporting block 2. The 
cover block 3 comprises a main body 3a made of 
aluminum and * passage block 3b made of a 

35 synthetic resin embedded in the lower section of 
the main body 3a. The main body of the supporting 
block 2 also made of aluminum supports the vial 1 
preferably made of quarts glass except the opening 
positioned in the upper end thereof. An O-ring 30 is 

40 mounted on the lower end surface of the passage 
block 3b opposed to the upper opening end of the 
vial 1 so as to keep -the vial 1 sealed. As shown in 
Fig. 3B, screw cocks 23a and 24b project from the 
knobs 23 and 24 through the main body 3a of the 

45 cover block 3 into the passage block 3b thereof, 
respectively. When the screw cocks 23a and 24a 
have the respective most projected positions as 
shown by the solid lines, the screw cocks 23a and 
24a completely seal the fluid introducing opening 

so 10a and the fluid discharging opening 11, respec- 
tively as shown by the solid lines. When the screw 
cocks 23a and 24a have retracted from the outer 
wall of th cover block 3 in the most retracted 
positions as shown 'as to the cock 23a by the 

55 imaginary lines, both openings 10a and 11 are 
opened. 

Fig. 4 shows a detailed construction of the 
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parts constructing the blocks 2 and 3, taken along 
the lines B-B of Fig. 2. 



Example of reaction process 

The following description is concerned with a 
reaction process for applying a fluorescent label to 
N-acetyiglycosamine using the reagent reactor, ac- 
cording to the present invention, having the above 
construction. 

First, as a preparatory stage, 11.06 mg of N- 
acstyl glucosamine is dissolved in 100 ml of water. 
Then, 2 u\ of the N-acetylglycosamine-dissoived 
solution (containing 1 n more of N-acetyl- 
glucosamine) is put into the vial 1 whose capacity 
of 1 ml. The contents of the vial 1 are lyophilized to 
remove water therefrom. Thereafter, a 10ul of a 
solution containing pyridylaminating agent {mixture 
solution of acetic acid containing 23M 2- 
aminopyridine and methanol at the ratio of 7 : 3) is 
put into the vial 1 to dissolve substance therein. 

(1 ) The supporting block 2 is heated to raise 
the temperature thereof to 90 °C by the heater 
element 4 (hereinafter referred to as first heater - 
element) of the supporting block 2. The cover 
block 3 is heated to raise the temperature thereof 
to 95 °C by the heater element 5 (hereinafter re- 
ferred to as second heater element) of the cover 
block 3. 

(2) The vial 1 is set in the supporting block 2 
and the cover block 3 is fixed to the supporting 
block 2 so as to seal the vial 1. 

(3) N 2 is supplied to the vial 1 at a flow rate 
of 100 ml/min through the fluid introducing tube 10 
so as to substitute a gas in the vial 1 with N 2 . 

(4) The screw cocks 23a and 24a are tight- 
ened to seal the vial 1 . 

• (5) The contents are permitted to react for 
15 minutes to pyridylaminate themselves. 

(6) The fluid discharging passage is opened 
and the cock 23a (positioned at the fluid discharg- 
ing side) is opened to flow N 2 through the vial 1 . 

(7) Cooling water is introduced into the sup- 
porting block 2 through the cooling tube 8 to re- 
duce the temperature of the supporting block 2 to 
60 C and the temperature of the cover block 3 to 
65* C. 

(8) The fluid discharging line is connected to 
only the vacuum line. The vacuum pump is ac- 
tuated so that N 2 flows through the fluid introducing 
line 14 at the rate of approximately 500 ml/min. As 
a result, the pressure (the degree of vacuum) of the 
vial 1 decreases to 80 mmHg. Then, the solvent is 
evaporated for 30 minutes to remove the solvent 
from the vial 1 . 

(9) the pressure in the vial 1 is returned to 
the atmospheric pressure. Then, the cover block 3 



is opened to take the vial 1 out of the supporting 
block 2. Thereafter, 20 til of a reducing reagent 
(methanol solution containing 10% of pyridyl- 
borane) is added into the vial 1 to mix it with the 
5 contents in the vial 1 . 

(10) The temperature of the supporting block 
2 is again increased to 90 *C and the temperature 
of the cover block 3 is increased to 95 * C. 

(11) The vial 1 is returned into the support- 
w ing block 2 and the cover block 3 is fixed to the 

supporting block 2. 

(12) N 2 is supplied to the vial 1 at the flow 
rate of 100 ml/min through the fiuid introducing 
tube 10 so as to replace a gas in the vial 1 with N?. 

75 (13) The screw cocks 23a and 24a are tight- 

ened to seal the vial 1. Then, the contents are 
permitted to react for 30 minutes so as to carry out 
a reduction. 

• (14) The screw cock 24a is opened to dis- 

20 charge N- from the vial 1. Cooling water is intro- 
duced into the supporting block 2 through the 
cooling tube 8 to reduce the temperature of the 
supporting block 2 to 40* C and the- temperature of 
the cover block 3 to 45 * C. 

25 (15) The vial 1 is taken out of the supporting 

block 2. Then, 100 ul of toluene is added to mix it 
with the contents of the vial 1 . 

(16) The vial 1 is returned to the supporting 
block 2. The vacuum pump is actuated to suck a 

30 gas from the vial 1. Then, N 2 is supplied thereto -t 
the flow rate of approximately 500 ml/min. As a 
reult, the degree of vacuum of the vial 1 becomes 
80mmHg. Then, the solvent is evaporated for 10 
minutes to remove the solvent from the vial 1. 

35 (17) After the pressure in the vial 1 is re- 

turned to the atmospheric pressure, the vial 1 is 
taken out of the supporting block 2. Then, 100 u.l of 
toluene is added to mix it with the contents in the 
vial 1. 

^0 (18) The vacuum pump is actuated. N2 is 

supplied to the vial 1 at the flow rate of approxi- 
mately 500 mi/min. As a result, the degree of 
vacuum of the vial 1 becomes 80 mmHg. Then, the 
solvent is evaporated for 20 minutes to remove the 

45 solvent from the vial 1 . 

(19) The vial 1 is taken out of the supporting 
block 2 after the pressure in the vial 1 is returned 
to the atmospheric pressure. A product formed and 
contained in the vial 1 is dissolved in an appro- 

50 priate amount of water so as to analyze it by a 
high-performance liquid chromatography (HPLC). In 
this measurement, the yield of fluorescence label- 
ing of N-acetylglycosamine was 96.2%. 

As apparent from the foregoing description, a 

55 solvent can be completely discharged from the vial 
without the solvent condensing on or adhering to 
the opening thereof, the cover of the opening, and 
the walls of the fluid introducing and discharging 
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tubes associated with the opening of the vial, or the 
like portions when the solvent is removed from the 
via!. Therefore, an experiment can be accom- 
plished with a high accuracy and efficiency. In 
addition, in each reaction stage, each gas can be 
prevented from condensing. Thus, the reagent re- 
actor can be easily and stably used. 



i 



Claims 10 

1 . A reagent reactor comprising 
a vial having an opening at one end thereof; 
a supporting block, having a first heater element, 
for surrounding and supporting said vial in a sub- 75 
stantially erected posture so that said opening of 
the vial is adjacent to the upper surface thereof and 
exposed to the outside thereabove; 
a cover block for pressing against said supporting 
block under pressure and capable of sealing said 20 
opening of said vial including a fluid introducing 
tube projecting from said opening into said via! 
when the cover block is in the sealing position to 
the vial, a fluid discharging opening opposed to 
said opening when the cover block is in the sealing 2s 
position to the vial, a fluid introducing open and 
closed control passage, a fluid discharging open 
and closed control passage, said introducing and 
discharging passages communicating with said flu- 
id introducing tube and said fluid discharging open- 30 
ing, respectively, and a second heater element; 
and 

a temperature control circuit for controlling said 
first and second heater elements so as to maintain 
the temperatures of the upper portion of said vial 35 
and the lower end surface of said cover block 
which contacts said opening of said vial more then 
the temperature of the main body of said vial when 
a reagent is added to a sample contained in said 
vial so as to allow reaction of the reagent with said 40 
sample and when the evaporation or the azeotropy 
of a reagent or a solvent is performed. 
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© A reagent reactor comprising 
a vial (1) having an opening at one end thereof; 
a supporting block (2), having a first heater element 
(4), for surrounding and supporting said vial in a 
substantially erected posture so that said opening of 
the vial is adjacent to the upper surface thereof and 
exposed to the outside thereabove; 
a cover block (3) for pressing against said support- 
ing block (2) under pressure and capable of sealing 
said opening of said vial (1) including a fluid in- 
troducing tube (10) projecting from said opening into 
said vial (1) when the cover block (3) is in the 
sealing position to the vial (1), a fluid discharging 
opening (11) opposed to said opening when the 
cover block (3) is in the sealing position to the vial 
(1 ), and a second heat r element (5); and 
a temperature control circuit (9) for controlling said 
first (4) and second (5) heater elements so as to 
maintain the temperatures of the upper portion of 
said vial (1) and the lov/er end surface of said cover 
block (3) which contacts said opening of said vial (1) 



more than the temperature of the main body of said 
vial (1) when a reagent is added to a sample con- 
tained in said vial (1) so as to allow reaction of the 
reagent with said sample and when the evaporation 
or the azeotropy of a reagent or a solvent is per- 
formed. 



Xerox Copy Centre 



BNSDOCID: <EP__O4O0965A3_l_> 



J 



European 
Patent Office 



EUROPEAN SEARCH 
REPORT 



Application Number 



EP 90 30 5832 



DOCUMENTS CONSIDERED TO BE RELEVANT 



Category 



* A 



Citation of document with indication, where appropriate, 
of relevant passages 



US-A-4 815 630 (W.M. JENSON et al.) 

* Column 1, iines 40-54; column 2, fines 15-27,47-55; fig. * 

US-A-3 098 71 8 (A. FERRARI) 

* Column 1, line 52 - column 2, line 47; figures 1-3 * 

PATENT ABSTRACTS OF JAPAN, vol. 7, no. 15 
(P-169)[1160], 21st January 1983; 

& JP-A-57 171 268 (OLYMPUS KOGAKU KOGYO K.K.) 
21-10-1982 

EP-A-0 238 31 3 (FLOW LABORATORIES LTD) 

* Column 1, lines 10-30,52-56,61-63; column 2, lines 19-21; 
column 4, lines 27-31 * 

PATENT ABSTRACT OF JAPAN, vol.6, no. 18 (P-100)[896], 
2nd February 1982; 

& JP-A-56 140 258 (HITACHI SEISAKUSHQ K.K.) 
02-11-1981 



Relevant 
to claim 



Tne present searcn report nas oeen drawn up for an claims 



CLASSIFICATION OF Tr€ 
APPLICATION (Int. CI.5) 



-B01 
L7/00 

B 01 J 19/00 



TECHNICAL FIELDS 
SEARCHED (Int. CI.5) 



B 01 L 
B 01 J 

G 05 D 



Place of search 
The Hague 



Date of completion of searcn 
09 April 91 



Examiner 
HOCQUET A.P.E. 



CATEGORY OF CITED DOCUMENTS 
X : particularly relevant if taken alone 
Y : particularly relevant if combined with another 

document of the same cat a gory 
A : technological background 
O : non-written disclosure 
P : intermediate document 
T : theory or principle underlying the Invention 



E : earlier patent document, but published on, or after 

the filing date 
D : document cited in the application 
L : document cited for other reasons 

& : member of the same patent family, corresponding 
document 



European 
Patent Office 



EUROPEAN SEARCH 
REPORT 



Application Number 



EP 90 30 5832 



DOCUMENTS CONSIDERED TO BE RELEVANT 



Category 



" A 



Citation of document with Indication, where appropriate, 
of relevant passages 



US-A-4 81 5 630 (W.M. JBNSON et al.) 

* Column 1, fines 40-54; column 2, lines 15-27,47-55; fig. * 

US-A-3 098 718 {A. FERRARI) 

* Column 1, line 52 - column 2, line 47; figures 1-3 * 

PATENT ABSTRACTS OF JAPAN, vol. 7, no. 15 
(P-169)[1160], 21st January 1983; 

& JP-A-57 171 268 (OLYMPUS KOGAKU KOGYO K.K.) 
21-10-1982 

EP-A-0 238 313 (FLOW LABORATORIES LTD) 

Column 1, lines 10-30,52-56.61-63; column 2, lines 19-21; 
column 4, lines 27-31 * 

PATENT ABSTRACT OF JAPAN, vol.6, no. 18 (P-100)[896]. 
2nd February 1982; 

& JP-A-56 140 258 (HITACHI SEISAKUSHQ K.K.) 
02-11-1981 



Relevant 
to claim 



CLASSIFICATION OF THE 
APPLICATION (int. CL5> 



The present searcn report nas oeen drawn up for atl claims 



-B01 
L7/00 

B 01 J 19/00 



TECHNICAL FIELDS 
SEARCHED (Int. CL5) 



B 01 L 

B 01 J 
G 05 D 



Place of searcn 



The Hague 



Date of completion of searcn 
09 April 91 



Examiner 



HO.CQUEt A.P.E. 



CATEGORY OF CITED DOCUMENTS 
X : particularly relevant if taken alone 
Y : particularly relevant if combined with another 

document of the same catagory 
A : technological background 
O : non-written disclosure 
P : intermediate document 
T : theory or principle underlying the invention 



E : earlier patent document, but published on. or after 

tne filing date 
0 : document cited In the application 
L : document cited for other reasons 

& : member of the same patent family, corresponding 
document 



BNSDQaa <-EP CM0006SA3 I 



